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Abstract of JP2001010951 

PROBLEM TO BE SOLVED: To obtain the subject preparation capable of also utilizing the colon as a 
site for absorbing a medicine, providing a stable concentration in the blood, and capable of extremely 
extending the absorbing time of the medicine by using the medicine, a specific additive and a high 
molecular material forming a hydrogel. SOLUTION: The objective preparation having the ability for 
nearly completely gelatinizing the preparation during the retention in the stomach and the small 
intestine at the upper part of the digestive tract, and having releasing ability of the medicine even at the 
colon at the lower part of the digestive tract comprises (A) one or more kinds of medicines (e.g. 
nicardipine hydrochloride), (B) one or more kinds of additives requiring >=5 ml water for dissolving 1 g 
and for allowing the water to penetrate into the interior, (e.g. a polyethylene glycol, a 
polyvinylpyrrolidone and a D-sort3itol) and (C) a high molecular material capable of forming a hydrogel 
[capable of providing a high viscosity at the time of gelatinization, especially providing 1% aqueous 
solution having >=1,000 cPs viscosity (at 25 deg.C), e.g. a polyethylene oxide having >=2,000,000 
molecular weight]. 
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fi^^J^IUilXL. D obs^SOSLfco D obsJ:yy;Mb^ 

(6) ^^asLfc (as) o 

[0 0 3 2] 
[S8] 



DOG 



s^^jfst EiiRaB mm^um^ m vitro 



(P0LYOX303 


100;) 




D obsCmm} 


G(X) 


OCX) 


A PEG6000 


10 




6.8 


38.6 


52.3 


PCG6000 


25 


am 


2.8 


95.7 


84.6 


PEG6000 


50 






100 


85.2 


PEG6000 


100 






100 


87.1 


PVP K30 


100 






100 


62.2 




100 


mm 




100 


97.0 


B PEG6000 


10 


w . 


3.2 


93.6 


52.3 


PEG6000 


25 


w 


2.9 


95.2 


84.6 


PVP K30 


10 


w 


2.5 


96.9 




PVP K20 


25 


n 


2.9 


95.2 






10 




2,3 


97.6 






25 




2.9 


95.2 





[0 0 3 3] 

Dog Av\t&^^2^mx'^mitirx*{z^m^x*^mLx 

fzo L3&^L3B:}b<b. PEG6000 lOfi^IB^ LfcSSijitfl^l*. 
't^X80Vol^±^Mtl.X^^J. in y/\tro(0^^t\tit 

ti^Lxi^tzo Dog Bxit&^&imrsx&mtnp^izm 

BUT 33 Us •r^XO>&mt^S0%U±V)UitLXl^fz. 
(DX^^m,^^&M (PVP K30. PEG6000. D-V;Uf 1 

[0 0 3 4] Ifecom^Wlc 

>(iyB^:^y>. n't? 

p^i^i^n fcf;u-?« ^.'U-izyup— y\>rKP^v^Pfcf 
;u-fe;up— >T;u-fe;up— T^hfTzTAUcDS 
^SJ. ±);u7tt^->>^;u-b^i/P— A. i^jVTf^^iyjt'^Ji^ 



7K^^M. lfcJt7XM1b7;u5^^Ay;u^0atia<bS»J. 
SfeH-K^ba. =-S<b««cDSfe»J. ^'t^UvueSK 
i-h'JOJ^. vgHfiifi^Mxx-x^U^CD^lBT&ttSiJs -tf 
-f /N-f KP^v:^P t:;b>^;Hr>UP— X. K 
p:<^i/:>'p tf;u-b;up— x^cDa— x-f :y<fM. i 

[003 5] :$imBMumt. /\>r KP>f;ujf^/?£t^ 

:^-tr;i.EEffi3t«*. fci)lM*. xl^ita*»S«@<bLr 
X. iSf^^aSo^^. :7>f ;i.A=3-x-f X^-^cD^- 
[0 0 3 6] 2t:^B^igS«Ii::il^t-i)^1^(:^"5j>§^b«a^^ 
^T51i^tciiJilEii»HbCDBljlzfT3-i:*^T'^'&p Rl>§ 



(10) 



1#H 2001-10951 



mmz^mizii ij^o^uamzj: f-jsimttixtzm 

XSMii (inwediate release part) ^^LXl'^X^^ 
fci:jLlf-^^W»l-<fcySt^ifli>t'afiA<S***v 

^<-r-5. /N'T Kpy;n^sES»J-^M <-r*. s. 



I I» A« >V t^-SH; AJL..fta III •dr *B ✓ -J- Z . 

[O 0 3 7] 



A A p 10 0 (MifiS) 

PEG6000 400 
POLYOX303 300 

r-t hT^y y ji> (aap) 3ti;^PEG6ooo^8o**cT'^iiL 

tc^. /^a3@^bL. »#Lyco t»#!te)<h:P0LY0X303S-?L 
•nn&L. ttSSmn. -ffiM»400mg (AAP SOmg-g-^) CO 

AAP 10 0 (fiSSP) 

PO L YOX 3 0 3 2 0 0 

AAP t P0LY0X303 ^?L» * V xl^ :r'f^u::^u;^S^t^ 

■C. fr&Slton/jKF-en-ffiL. use. 5mm. -teSSSOO 

(1 ) ygmuiii 

(c-9->:^'J ><f*fTt\ ?§?S*a>AAPIiuVj£l::"C/l!l^L 

[0 0 3 8] 
[a9] 
2 K^l/ffi200rpDi) 



(h) 0.0 0.5 1.0 2.0 3. 0 4.0 6.0 8.0 10.0 12.0 
ite*^:?^ 1 0. 0 9. 4 15. 7 25. 8 34, 7 42. 8 56. 5 68. 3 78. 4 86. 4 
1 0. 0 8. 8 13. 2 21. 8 32. 4 39. 1 55. 3 69. 2 81. 9 92. 1 



[0 0 3 9] (2) ¥JVW^fS.Um 



^ti^ai^cDits (D obs) ^m^Ltzo D obs y 

Mb* (6) SmttiLfc (SIO. H9) 
[O O 4 O] 
[^1 O] 



(h) 



D obs 
(sub) 



G 

(%) 





0 


8.5 






2 


7.8±0.2 


2L5±7.6 


jtR^a-s- 1 






30.0±2.5 


4 


7. 5 ±0.1 




6 


6,7±0. 1 


50.4±3.0 




0 


9.0 






2 


5.6±0. 03 


76.2±0. 3 


HJfSi^l 








4 


3.1±0.01 


96.0±0.1 




6 


0 ±0.00 


100. 0±0 






(n=3, 


fDean±s. e. ) 



[o 0 4 1 ] (3) -c^^^um 

mx2m. (AAP lOOnig) ^5 J: l^itlx^I^I (AAP lOOmg) 



ilXaSl*. AAP 100mg7lc5g«i.v.«-^^<DJfiiai*^!fe» 
jgT^— -$z LTOeconvolution^lZcfc U fftii 

Lfco IISS^JcOS£^JS4-^24^PB^^CDgRiiX*^ I00<!r L 



(11) 



2001-10951 



, tz (gl2) . [Sill 
[0 0 4 2] 





ADC 0-24 


C max 


T oax 


ERT 


(ng • h/of) 


(ng/ml) 


(h) 


(h) 




1469. 7 ±537. 5 


343. 7 ±21. 7 


1. 8±0.3 


4.0±L2 




2702.8 + 151.5 


349. 9 ±36.1 


1.5±0.3 


7.0±0.3 



Cn = 4 , meaa±s. e. ) 
[0 0 4 3] 21 



(h) 


0.0 


0.5 


1.0 


2.0 


3.0 


4.0 


6.0 


8.0 


Jttfi^a:^ 1 


0.0 


8. 1 


18.7 


27.2 


33.3 


37/8 


45.9 


50. 3 


1 


0.0 


7.5 


14.8 


31.0 


39.1 


45.9 


60.2 


75.5 



l^H (h) 


10,0 


12.0 


24.0 




53. 1 


55.4 


58.8 




87.4 


95.6 


100.0 



[0 0 4 41 UmmS: 

in vitro«a3K8fCI*JtR«i*1*hSIJ6^1lt. 

Mtm) \t^^<m:Ur>tz (139. gio) o zti^<oM 
m6*)T*3e)i> (1310) o -^fzs ULmmyD^Wi^^oMm^ 

^?&2iSB#rBlfiiST®ll (AUG) j5cfct;¥i^<*l^jSe^ 

m (MRT) (D/^^':/^i*:^#<. ;i*itt>fi^be»aftr^ 

L. ||JSC»llS-^ft<7)AUCfcJ:i;MRTI±/<^*>^*M^* 

^mcDmm^ii^m^m^WiSL (c max) \tttm.9iky5M9i^m 

<tli(^l^^-efeotcA<. AUCI±SRll.8<gi8*Lfce Deconv 
olutionfZck-&eRilR*ifi<S:}8a3SteifgS^ltKLtco it 



>S<kl=TS?T'li^!|&*<J§ai • QRilX^:t^l::<l^C^7b^ 
*fl^c C*t(C^Lr. IIJ6^lS#Bt(i in vitro?tfci3l^ 

±aJi: f^<f I::. ;N^beTaJl::fct>T%^!felA^^»I::?Sti3 
■ l3Ri|X**t•Cl^^C:<l:A^0J^>3b^-efe^ (1312. ^12) o 

(4) -c^mmum 

t?l20^rai&^LfrMf-^';U:#t3Ii^^t^fro 
2. 43ti;6^rBl|tIf^^aS^J*7K30ml<t(!:^,(::«SaS-^ 
Ltco SSJIi'O h/<;Ut:^— ;UNa»»T. flftifll^g^ffi 
liai|(D>H4bl=rt<7>(i®Sil^fc (ai3) o 'J^ffi 
SPIiS^^-L-tix-FixJifflcfey/hBK 2. 3. 4. 5t L 

[0 O 4 51 
[Si 3] 



(12) 



*#g8 2 0 0 1 -1 0 9 5 1 





DOG Na 


2 ^18} 


4^fS 


6^fa 




1 


» ffi 


m m 


^ » 




2 


W 


m u 


1$ It 




3 


/Mlft5 


^ Bfi 


«§ » 




1 


m H 




m H 




2 






1$ Si 




8 


/MIS 







[0 0 4 6] ^•;Mb^(7>^Sl^JtR^^a:^1i:^a7Ktt^^r^J^ 

[ o o 4 7 1 mMm2 

P d 13 0 
TweenSO 26 
CMEC 13 0 
POL YOX3 O 3 5_7 



1 6 0 (masp) 

8 O 

1 6 O 
4 O O 

2 4 0 

. HCO-eO. TC-5EfccfcZ/PEG6000 

POLYOX303*?L»*T*}:S^L. zt'-Ol^'^lyT.imi^X. 
rrfiSEEltonXftT'fT^L. llS9.0nmi. — «SMft346. 7mg 
(Pd 53. 3mg^^) (D$£»J ^mzo 



P d 

H CO — 6 O 

T C- 5 E 

P EG6 O 0 0 

POL YOX 3 0 3 

jfiS-*;bvtf> (Pd) 



^ftSP (SR) 



P d 3 0 

TC-5 E 1 5 

*K-*;Uvtf> (Pd) . Tween80*5J:i;CMEC^?B^?§ 

IK (i;>7PD>^> • y^y— ;u) (w?gML. 

X'trS&L. 1ES8. Omm. — S^SSl71,6mg (Pd BStng-g- 
m) (D&M (SR) ^#tro 53iJ(w. PdfcJ:mc-5E^;:i^ 
(i^-i7PP-?t^> ■ ^'Z— /U) l::}§fSL. /n-^Tp 
— *ffit^T. SR (Pd 65fng) (ZjIjftaJ (OR. Pd 15ra 
g) KL. —S&M&^9A.^mg<DitU9ky52 (Pd SOm 

g) ^mtzo 



aftSP (OR) 

[0 0 4 8] ±mxmh>*if:immm2&rs&&«k-^2\z^ 
( 1 ) »a3K» 

m^^2^ (/^K;U7^) iCcfc K;HH]KjlS200rpmT* 

(DPditUS/miZXm^Ltc (Si 4) c 
[0 0 4 9] 
[SI 4] 



^ra ch) 



1. 0 2, 0 3. 0 4. 0 5. 0 6. 0 8. 0 10. 0 12. 0 



it«&:5 2 

(SR) 

mmm 2 



11. 9 29. 4 46. 4 61. 9 74. 4 82. 1 92. I 97. 0 100. 0 
14. 0 28. 7 45. 1 60. 5 73. 1 82. 2 94. 3 99, 8 99. 3 



[0 0 5 0] (2) ^Jl^J^SSLUm 

um}&tLXBmmmum,mm^y^'^ml\ ammt^u 

m^B27^ (/<K;U^) (Cj:y/< K;UlBlS3lJg25rpmT'ii 



tjii^^^om.^ (D obs) i^m&Ltzo D obscfcy. 

itm (G) ^fllffiLfc (S15) o 



(13) 



2 0 0 1-10 9 5 1 



[005 1] 



[S1 5] 







D obs 


G 


mm 


<h) 


(mm) 


(,%) 




0 


8.0 




(SR) 


2 




0 


mmm2 


0 


9.0 




2 


5.4±0. 02 


76.2±0.3 



(n — 3 . mean+s. e. ) 



[00 5 21 (3) >rxs^asi 

$il20B#rattftLfc*lf— i^'^U^ (n=6) |Z||Jfietj2<Dffi 
^Jx3fS (Pd 160mg) fc.fct/]tSffi:^2(X)^^Jx2® (Pd 
160mg) ^7i^3Qm\ttt\zmQWi^LfCo B^mzi 



L. Jfa^*R1*lSSl*HPLC/UVjfe-e}l!lSLfc (Sl6. 
13) o 

[0 0 5 3] 

[Si 6] 







AUG 


C loax 


T max 




(ng • h/nf ) 


(ng/ mi) 


<h) 


2 


(Pd leOng) 


375. 7 ±89. 3 


52. 9 ±15. 5 


7.3±3.5 


it««k:^2 


(Pd IBOng) 


125.0 ±31. 8 


58. 6 ±12. 5 


1.3±0.2 



[00 5 4] i^SlSSm 

in v\tromthUmX'\tit^9Ik:^2 (SR) ^lltfe^J2li. 15 

i^Mtm) -3 tc (ai5) c z^i^o^M 

TllJ£^2S#B$(7>Jfli^43|g1$3il^it^l*^b;!)^{3?tiK 

fi^iT'fc^o lt^sfll*2aJ5■-el4i^»J*<>H^k«TSPl:I»^T 
-r^2^raisiBi*M^icjf[i^«3i!Kias*<a'>LTfc 
sii&^3 

P d 6 5 (msffi) 

TweenSO 13 
CMEC 6 5 

PEG6000 65 

POLYOX303 6_5 

P d 15 
:b;i/Vt:> (Pd) . Tween80fcci:U^CMEC*;1^?§ 

(i;>>pp^^> • >^y— ;b) ir^gSL. 
K^-^^-S^tNT. oaSSiiLtco e:iia°ni:PEG6000 
fccfcU^POLYOXSOS^S'&L. ^^Ji^y\y7^imi^X. 

p d 6 5 (M&9) 
TweenSO 13 
CMEC 6 5 
POLYOX303 28 



(n =• 6 , inean±s. c, ) 

f7r^2^raj^i»tjMa«ai!ftiajs*^i#SELrtey. m 

ofc*<. AUCIi»?|3.0fgit*:Ufco 
to O 5 5] 



(SR) 



Oton/ffT?frSS ttS8.5nHii. — efifi273mg 
(OR. Pd 65mg#^) (SR) *^fco t^. iSftSP 

(OR) tLTSfl^Pd ISragt^^-r^SfflS^fco 



P d 

TC- 5 E 



1 5 

7 , 



_6 

5 



^ftSP (SR) 



(OR) 



(14) 



i[$BB 2001-10951 



i&M=^±)i^iyt!ly (Pd) . TweenSOfccfcl^CMEC^ jl-^?? 
KV"<-\'-*^t^TlS«e«Ufco «:«ai:P0LY0X303 
frfilL. use. 0mm. — fijmfi:171.6mg (Pd 65mg^^) 

(SR) ^mtzo mz^ pdfccfci;Tc-5E&ii^>sj« 

— *fflt^T. SR (Pd 65mg) (ZaIJ&gj (OR. Pd 15mg) ^ 
3— ht. -^MSlSA.ImgOS^SfJ (Pd 80mg) *^#fco 

[0 0 5 6] (1) fsmum 

m^m2^ (/^K^b.^) ICj:y/<K;U[slfejSJt200rpmT* 

y^UjfS^SfcSftl** (n«3. inean±s 



(DPd(iUVj£lrXjl!lSL/co itrnm^D^ (SR) <h|gj£«^j3 
(SR) (DSffiKKteS^ElMlz^j^-ro 

(2) ^ji^MfSium 

'^f;MbLTt^^i:t^§P5^CDMS: (W obs) S/IH^L 
fco WobsJ:y. JtfilT<7>!SSt2*^^^r^^Mb^ (6) * 
fftbLfc (ai7) o 
[0 0 5 7] 

lm^ 7] 

.e.) 







f obs 


G 


turn 


Ch) 


(«) 






0 


0. 167 




• CSR) 


2 


0. 153 ±0.0 


8.2±1.4 




0 


0. 276 




(SR) 


2 


0.055 ±0.4 


79. 6±0.4 



[0 0 5 8] 
»S2 



G (%) = (1- 



(f obs) 



) XlOO 



ff Obs 
W Ini 



(¥ ini) 



[00 5 9] (3) -r^s^SK 

fi20SPBiife^Lfctte— (n=6) \zmmm3 sr 

S:7<^QR^&2^ (Pd 160mg) 4: U^itS^*&:^3 (Pd 16 

Omg) i7K30m\tt^{zmnl&^Ltzo ig^Ml^lsRlfil 

L. jfiiai«^!teaar*HPLo/uvife-ciiii£Lfc cbis. m 

18) o 
[0 0 6 0] 

[ai 8] 



(n = 6 , mean±s. e. ) 



mm 


AOC 0-24 


C max 


T max 


MET 


(ng • h/»i) 


(ng/ai) 


(h) 


(h) 




125. 0± 31.8 


53.6±12.5 


1.3±0,2 


2.4±0.4 




547. 1± 180. 4 


81. 6 ±14. 8 


3.9±1. 1 


6.3±1. 0 



[006 1] (4) ^^i 

2, 4&u:6B#FBlBUl^#Sa»J$-7k30mli: tl^^PiS^L 
fzo ^SJii^vh/^yi-f^— ;uNaSfftT. flJiifii«IBffi 

L. ffi»jcD>H<bert(Dtta*ra-<fc (ai9) . fs&. /jvk 



fZc 

[0 0 6 2] 
[SI 9] 



(15) 



2 0 0 1 -1 0 9 5 1 





DOG Na 


2«n 








4 










5 


^ m 


t@ m 


i@ » 




6 




m ^ 


m m 




4 


/MIS 


It n 






5 




ffi u 






6 




1^ H 


Ji 



[0 0 6 3] ^itigm 

in vitro?§a3li^^(iJtS«i:&3 (SR) <bllJfe«3 (SR) 
\tXt<mtj:'of- (ai7) c fi?^J^^(DSS> ^JSW 

<i: its L T ^iS^JSS-^ ^ CD ifQ^ 43 ^ !t$QllS 0^ 

fey. >H-fbST9-ciS!t»*<a»i3?saj • «Riix$*x-ci>^ 

i-^Ztt^i^. IIJ£0JJ3S#B#CDC maXliit^«i:^3S4- 

B#i:lilSf^l|"Cfc-3tcA^. AUCI*$!)4.4<git:*:L.fc (^i 
8) o 

[O 0 6 4] |tSfee>J4 
P d 

P V P K 3 O 
HCO-6 O 
POL YOX 3 O 3 



8 0 (mg) 
3 2 
1 6 
2 4 0 
4 

^;i/Vt''> (Pd) . PVP K30fc^c*:U^HC0-60*>^ 
y -;KC?§^ Lfro atibMa^Sa^ ffllNTPOLYOX303lC 

tJ&L. ltg9.5inn. — SIMa372nig (Pd 80mg# 



[O O 5 5] 
P d 

T 5 E 
HCO-6 O 
P EG6 O O O 
POLYOX303 

mM-ti)Viy\dZy (Pd) 



8 O (mg) 
3 2 
1 6 
3 2 
2 4 0 
8 
4 

, TC-5EfeJ:l/HCO-60** • > 

^y-yujIJS (1 : 9) icjg^L. ^cD}§P7Si&«se:jt 

Lfro PSSe:igSlCP0LY0X303. 5tiRS^4mgffi^a*iJD 



ii)^b«IJ*JD^. ;:i^L. nffiU. lSg9.5ram. -«Smfi4 
12mg (Pd BOmg-^^) a)K»J^^tco 
[00 66] MMMS 

8 O (mg) 
3 2 
3 2 
3 2 
3 8 4 
11.2 
5. 6 

TC-5E. HC0-60fe<i:UJPEG6000 



P d 

TC-5 E 
HCO-6 O 
P EG 6 O 0 0 
POLYOX303 

3?Lit)4b»J 



(1 :9) (cjgsL. ^(Dmrny^^ 

mmm.mLtZo egSS^tai^POLYOXSOS. 7t?/^$Ij5, emgffi 

mm^m^s fe^j^JBL^p 3^aSl::jt?i^^J5.6nigffi^ 
Sfccfci;3£»4b»J**Q^. rn^L. fTteU. SSllimi. 
— &m»576. Bmg (Pd 80mg^%) (OS&M^^fzo 
[ O O 6 7 ] mMMi 
P d 8 O (mg) 

TC-5 E 6 4 

TweenSO 32 
PEG6000 32 
POLYOX303 360 

miRM 11.4 

jfeK— ^yi'i^fcf^ (Pd) - TC-5Efccfci;Tween80*7K ■ 

^y-;u?E?a (1 :9) i::?§SLfco L 

tzo I«Sffi«wI^PEG6000. P0LY0X303. »iR»J5. 7mg^g 
^»SiJOx. ffiSCffiSLfco 5tffip°pl:i7&zR»l5.7nigffl^ 
afcct:i;3SEi6^b*J*J!n3^. il'&L. fT^L. Ugllmm. 
— ^Mi585. Img (Pd 80mg^:g) (D&M^^fzo 

[ O O 6 8 ] IIJS098 
Pdfccfcl/TC-SE^TK • ^ / —)UMm (1 : 9) iCjgS 

L. a-^-^^i^r. siteW7 (Pd 80mg) izmn 

U (Pd 20nig) ^zi-hL. -&mm625.\mga>&m (Pd 

lOOmg) S#t=o 

[O O 6 9] IISS^9 
Pd^Scfcl/HPC-SL^y ^-/-^UlCjg^L. /N-r 3— ^— 
^t^T. mMW (Pd80rag) (ZiSftSP (Pd 20mg) 



(16) 



4#BS 2 0 0 1 -1 0 9 5 1 



~hL. -fi£m*625. ImgOiEffl (Pd lOOmg) S-»fco 
[0 0 7 0] HJEClJlO 
P d 8 0 (mg) 

TC-5 E 6 4 

HCO-4 0 3 2 

PEG6000 48 

POLYOX303 344 

m)Rm 11.4 
^mm 5. 7 

Pd. TC-5EfeJ:t/HC0-40*7K ■ > ^ / — ^U^StS (l : 9) 

Lfco ?8«j8[*«SffiJtLfcc iliSe:iip°p(^PEG6000. p 

0LY0X303. mR^lS.lmg^^M^m^. m.^^ULtzo 

C3 L^v TJaVtl^% IH.'CtLiniDlk — BUT mwo. vru uwiii^B 

[007 1] mMM^^ 

P d 10 0 (mg) 
T C- 5 E 8 0 

HCO-40 40 
PEG6000 48 

POLYOX303 300 

miRM 11.4 
^mitm 5. 7 

Pd. TC-5Ei3 J: HCO-40 StK • ^ ^ ^ — >U2l?S (1 : 9) 

000. P0LY0X303. 7tiR»J5. 7mgffl ^MSAQ^. ft^fgft 

m-^L. ?rS£L. llSllmm. -Sgm»585. Img (Pd 
100mg^%) O^SJ^ftfco 

[00 7 2] (1) mti^um 

Sl,^m2.^ (/\" K;u,^) (Cct y K;U©g5tS200rpm-^ 
(DPdfiuViilcTailSLfco lll£ff>J4i:IIJS««5(Dj8aiK« 

(2) -f^^S-^Silll 

SIf— if;u:^ (n=6) (C||Sfi15lj5 2jE*fc(illlifiCi]6 2 
8^^lBllH)4Brp1>l3!§!S-^Lfco ^S^MfcSJfiiL. Jfll« 
*^!|$gigSliHPLC/UV^-C;a'iS Lfco 

llife^j5&i;6CDl>-r;Ktl BllH]S^IC^5LNTigt>C24h 

fit (S#24B#PBm<75J(a*Sit) fccfci;iSi^^1«g^6*jfiJffl 



[0 0 7 3] ||J£«!I12 

D F 3 7. 5 (mg) 

PEG6000 37.5 
POL YOX 3 0 3 7 5.0 

V<7 DT^xr^-y^Na (DF) . PEG6000fcci:l/^POLYOX303S' 
ftT'flfi^L. ES7mm. -ffiMSlSOmg (DF 37. 5mg) 0) 
itR«k:»?4 

D F 3 7. 5 (mg) 

POLYOX 7 5.0 

DF t POLYOX303 ^ ?L» cf't'xi'&L. :t<y^:>'UX^^L^ 



2. 5mg (DF 37.5mg#*) OffiSll*f&fco 

(1) mmum 

iz-^>y ^j><f^m\ mm^oDfitiN^izxmmLfz 

(@18) o 

(2) ^;u?i^iaaK 

m^mzm (/^K^U^) lC<i:y/'?K;HHlfe3iJg25rpniT*K 

?^l^S5^^D•tg (D obs) *jl!!^Lfco D obsJ:y, 
^b* (G) ^nitiLfz (^20) o 

[0 0 7 4] 

[S2 O] 

^/H&fiJcaKJSm ( n = 3 , mean±s. e. ) 



mm 




G 






(h) 


(«) 




2 


88.2±L 1 




2 


37.0±4. 6 



[00 7 5] (3) -fj^^^Um 

mommf&'kLtzm\f-<f)\^':ft (n=5) \zmmm^2 (df 

37.5mg) fccfci;i±«2«a:?54 (DF 37. 5nig) ^7K30m\ t t 
tfCSgPS-^Lfco igB#6*}l3g|jfllL. J&IS*^J|aSg(* 
HPLCyUVTtXm^Lfz (a2U Igl9) o 

[0 0 7 6] 

[S2 1] 



(17) 



2 0 0 1 -1 0 9 5 1 



gnlfi:^ Rift 





ADC 0-12 


C max 


T max 


(ng • h/o/) 


(ng/af) 


(h) 




5052 ±1357 


1188 ±147 


1. 7±0.6 




8537 ±1941 


1381 ±222 


3. 0±1. 3 






(n=5. 


cjeaii±s. e. ) 



[0 0 7 7] uses 

in vitro^aifiK-e[iSisg^ji2i:itSfii:^4ii. mi^ 

\tm (ili^#<m>d:oyc (^20) c C;K^(DS$iJ$--< 

is«»ii 2fi-^^(Djftt*asit5»i*^ b *Mzi$fiiw^ & o 

(1!19) o lt^5a^4<tJ±SLTllJS15)]12S-^ 

a#(7)AUC(i*5i.7«ii:*:Lfc (S2i) o W&m 

qRilX ^ t N ^ c <h *<?tS * tLfco 
[0 0 7 8] lllS0yi3 
D F 7 5 (mg) 

PEG6000 75 
POLYOX303 150 

i;<7n:7x:J-':;'^Na (DF) . PE66000fc,*:i;POLYOX303* 

ft-^rnffiL> SSS. Smm. —lemfiSOOmg (DF 75mg-^ 

[0 0 7 9] SISgi53l4 
D F 7 5 (mg) 

PEG6000 75 
POLYOX303 300 

V^PT^x-i-^y^Na (DF) . PEG6000feJ:t;POLYOX303^ 

ft-efrSL. llg9.5nim. — SSSMASOrag (DF 75mg# 
=t) <De»J*»tco 
[0 0 8 0] IIJfe«yi5 

:7r^5^V> 4 0 (mg) 

POLYOX WSR N-6 

^^^AXPvx>. D-V>Uf h— ;Ufecfcl^PED (POLYOX 
WSR N-60K) y — ;U*^l^r. SSCitfiU. ftJS 

Lfco ft«S!.i::/*t2R«il**n^. ;1^L. fT^L. iIS8m 
m. — ^mfi200ing («M^ AX P v VO. 2ing^^) 

[O O B 4] Il£g^19 
^S-f Vt^P^-^-v^^ 6 0 (mg) 

da 3 7 



PEG6000 30 
POLYOX303 150 

37T^^V>. PEG6000. P0LYOX303fccfcZ/jtiR^J^JlH 
fTflSL. lISS.OnBiu -i£l:a222mg (7r^^i^> 
40mg'&^) (Dfi£SlJ^#tro 

[00 8 1 ] Hisetjie 

1 5 (mg) 

3 O 
5 

4 O 
2 0 7 

3 

TC-5Efe cfc 1;HCD-40 *7X 



T C-5 E 
HCO-4 0 
PEG20000 
POLYOX303 



(1 :9) iCig^Lfco »J I rPE620000fccfci:; POLYOX 
303SS^Lfco 3£»)i5tJ^«^^L^T. .=l'^p°p(wS« 
^[^iSSitJetfro 7tiR9J^jl-^L. 
fTfiSL. ES9.0mm. — a^mSSOOmg (^S/^>U~vfcf> 
15mg"&^) (DflSSISSfco 

[0 0 8 2] II1SW17 
ffiKT^X^P— ;U 4 0 (mg) 

■:^;UP — '7^ F 6 8 4 0 

POLYOX303 1 96 

ti^T^X^P — 7^>UP-':/^F68. P0LY0X303fccfe 

ES8. 5mm. — S£MS280mg (aS7^X^ P — ;W40 

[0 0 8 3] 

O. 2 (mg) 
1 7. 8 
OK 18 0 

2 

HPMC(90SH30000) 180 

7tiR»J 3 

itS-r >7^P^-t^v>. HPMCfe^ci:t/^iR^^5l° 

a280mg (i^K-f >7^P^i^v>60mg^%) (OSSflSfi 

fee 

[0 0 8 5] 



(18) 



2 0 0 1-10 9 5 1 



TfC/K— 4 O 
AAP 

P E G 6 0 0 O 

PEO (POLYOX WSR 
T-lrhrSy7x> (AAP) . PEG6000fcJ:tKPE0 (POLYO 

w .1 iF.»t^ TTTj^yv-^m . nnn'C^ aSi SI ^ rb -r? ^1^. <^ I 

:^->r;^3^ux^^l^•c. fr$siEiton/ttt*rr«L. 

AAP 

PEO (POLYOX WSR 
AAPfccfcl/^PEO (POLYOX WSR N-60K) ^ fLft+TJ/l-n 

Tt^ji^yiyy^^mi^x. frssffiton/ifTffl'fiSL. es 

9mm. — jgSS400mg (AAP lOOmg-g-^T) COteSfJ^Wtco 
[0 0 8 8] (1) ?gtt}aS51 

(DAAPIiUVa^lCTjSllS Lfzo 

(2) ^^uj^jase 

^^m2;i (y^K;Uj^) ("cfc K;HllE3SS25rpm"el« 

^i:t^35^(Z)lSS (D obs) SjliJSLfco D obs ^^Js V 
Mtm (G) i&etliLfco 

(3) -f 

ft20ftfajt6:ftLfctie-<7*;u:^ (n=6) I::H:«15!I5 (AAP 

lOOmg) J5cfcU^IIJfe0'J21 (AAP lOOmg) ^7K30ml<h<tt 

(cJi^PS#Lfco SSB#Ml::lfitaL. ifiL«*lgJ|^SS(*HP 
LC/UVv^X'/liJSLyco 
[0 0 8 9] Umt^S: 

in vitro?§ti3l5SlTM*it^<5^j5<tlli6^j21(i. I5(^|53<i 
CD?gai^ift=£^tfc*<. m7X14^»J$:^*nLyclliS««J21 

fi^T'fcofco IIJfe«ij2iSJ5^B#(DSBJfii«*ll4SiSS (c 
max) \titmmS^^mt\^\^^mX&'ofzt<. AUG. MRT 

[*li;*cLfco ^tc. |ISS«2i1S:-^S(75Jfii*iftSIiS^i2 
B^FbI ^ ^ T* ]g I ^ Jfli 4^ /BS ^ ^ L o 
[O O 9 O] 



O. 1 6 (mg) 
4 7. 8 4 
1 O O 
2 

[0 0 8 6] 



10 0 (mg) 
2 0 0 

N-60K) 300 

nmm. — teaieOOmg (AAP lOOrag^^) (O&^l^^fzo 
r n n R 7 1 



10 0 (mg) 
N-60K) 300 

cfcyai!ftl*1»aiLJSlt^c ^»o•C*»a>'>3B:t^^lSBIl::^3 

mmm (>^<be-ts&a)jsa3ftra*ira^-i><t lti2'-24^ 
rams.) (DSiimm. i^mLtzm^owLtht^'^mtiSi 

ai*is«3 ^ ftcD^ifti^ (Dfi s ic J: y jfii^ajg ^ 

Jft ffi B# <7) t (7) S 1^ :g * -S) <7) fc -i) t> * ffi St 
i: * *tr l^fc^!a^M*M^(DSl^al!|aI3 33 l^T 1 1 2B* 

^« mllSllffi^J 1^ ISK ^ t^'C ^ J= "5 iceij ^ 
T'fc^r-fe hTS/ :7x>. m&^M^x&^i&M—i2 
e > *J cfc fc i) P :7 X *y ^ Na^c;? 
LN-f tb(7)l6ft 1% r t SRilXj* jSB^Fsl S S:S: # C it 

[igii 1 mut. PEGsooo-^^/N^ Kay;u«ai4asi^jo 
[112] m2\t. PEG6ooo#*a*^^^:*•t^:fcSB<^^>^ 
[HIS] ®3ii. ^mm?K^&^o2mm^(oV)\^itm(D 

[|g)4] @4l*. P0LY0X303(7)iB'&l:<!:*;§a3^i6itc7)li^ 

(l|!fe) r-iz hr 7x» ^-^fp 



(19) 



!j#gB 2 0 0 1 -1 0 9 5 1 



m 5 ]^El5li. P0LY0X303(DlE^g t JStB^Hl t Om% 
[gl6] aei*. PE05^^ach:}ga3^it)i:CDl8« (H^te : 

[E171 mat. PEoi^=FSitmmmmtom9k im^- 
[0 8] 081*. mmmyRifitmm^'i(o/<i\^)i^mz^ 

[01 o] 0ioii. ilJS^i&i;tkK«aSi<o-f 3tjta»+ 
[01 11 011li. itgt«i:^1CZ>5ttlia®*SSi:Deconvo 
[01 2] 0121*. SIJ6«liia5jSaiK8ieStDeconvolu 



111 



[0131 0i3ii. ||JS^2&t;M:R5a:&2CD-f 5ijfa^* 
[01 41 0141*. mmms (SR) &r;itR«i::^3 (sr) 

[01 51 01514. ||Jfe«lj3&U:itR«i*3a>-r55jfil»* 
[01 61 0161*. ||J6«94&i;5CD/<K;U7felCcJ:i>Sai 

[01 71 0171*. mmms. 7&t;ioo/^K;usi3.*:i> 
[01 81 0181*. iii£eiji2Si;jtSto:^4<7)/< K^Ujfe 

[01 91 0191*. ||ffiWl2&tfltK«k*4a)-f ^Ifilffi 
[021 





20 30 40 90 

PEG Ratio «%) 




Time (h) 



(20) 



2 0 0 1-1 0 9 5 1 




G (X) 



m 






-□- 


6 4 m 8r 


-o- 


B ems 


-A- 


1 2 Omg 


-V- 


1 6 Omg 


-■- 


2 0 0m? 




2 4 Cms 


-T- 


3 2 Omg 



20 



84 



Time Ih) 



(21) 



4$P 2001-10951 



[136] 




7 0 0:^ 

5 0 075 
4 0 075 
2 0 0:^ 
1 0 075 
9 0^ 



Time (h) 




Time (h) 



(22) 



2 0 0 1 -1 0 9 5 1 






(23) 



2001-10951 



lm^ 4] 




0|2S4S87a9i0lll2 



Time (h) 



[@1 5] 



70T 




Tlroe (h) 



(24) 



!f#B9 2 0 0 1 - 1 



[Ell 6] 




Time (h) 



[@1 7] 



J00-- 




Time (h) 



(25) 



2 0 0 1-10 9 5 1 



[@1 8] 




Time (h) 



m^ 9] 




Time (h) 



(51) Int. CI. 7 IS»JIB^ 
A 6 1 K 47/26 
47/32 
47/34 
47/38 

A 6 1 P 29/00 



f-ij-y (##) 



A 6 1 K 47/26 
47/32 
47/34 
47/38 

A 6 1 P 29/00 



(26) wBri 2 0 O 1 - 1 0 9 5 1 
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